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transactivation domain is dependent on protein phosphorylation and/or protein:protein 
interaction, and wherein binding of said fusion protein to said recognition sequence results in 
transactivation of said reporter gene when said transactivation domain fused to said DNA 
binding domain is activated. 

"if (New) The kit of claim 25, said kit further comprising a nucleic acid expression 
construct encoding an upstream activator of the conditionally active transactivation domain. 



REMARKS 

Claims 1-9 and 24-32 are currently pending in the application. Claim 25 is amended. 
New claims 27-32 are added. The amendments and new claims are made to correct claims 25- 
26, which depended from non-elected claims 10, 11, 17andl8. Claim 25, which depended from 
non-elected claims 10, 1 1, 17 and 18, is amended herewith to independent form and now 
incorporates the required material from claim 10. New claims 27, 29 and 31 are also written in 
independent form, and represent claim 25, with the inclusion of the subject matter of claims 11, 
17 and 18, respectively. The amendments and new claims therefore find support in the 
specification and the claims as originally filed. No new matter is added. 

Claim Rejections Under 35 U.S.C. § 103 

Claims 1-9 and 24-26 are rejected under 35 U.S.C. § 103(a) as being unpatentable over 
Montminy (U.S. Pat. No. 6,063,583) in view of Gilman et al. (U.S. Pat. No. 6,306,649). 

Montminy teaches the use of three constructs to identify compounds which disrupt the 
formation of a complex between CREB and CBP. The three constructs are: (1) a reporter 
construct which includes a GAL4 response element operatively linked to a reporter gene, (2) a 
fusion protein which contains a GAL4 DNA binding protein operatively linked to the Kinase 
Inducible Domain (KID) of CREB, and (3) a fusion protein containing an activation domain 
operatively linked with the KIX binding domain of CBP. When the KTX domain of construct (3) 
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binds to the phosphorated CREB of construe! (2), the GAL4 DNA binding protein then binds 
to the GAM response element of construct (1), which then induces the reporter gene. When a 
compound is added which disrupts the complex of CREB and CBP, the reporter gene is not 
activated. 

In contrast, the present invention discloses cell lines and kits, which use: (1) a reporter 
gene operably linked to a recognition sequence for a sequence-specific DNA-bindmg protein, 
and (2) a fusion protein containing a sequence-specific DNA binding domain, and a 
conditionally active transactivation domain of CREB. The sequence-specific DNA binding 
domain specifically binds to the recognition sequence, and the binding results in transactivation 
ofthe reporter gene. 

Montminy teaches the use of three constructs, while the present claims recite two. In 
addition, Montminy teaches that the GAL4 response element activates the reporter gene, while 
the present claims recite that the transactivation domain of CREB activates the reporter gene. 
Therefore, Montminy teaches upstream, or cis-activation, while the present claims specifically 
recite trans activation from the other construct. 

The Office Action states that Montimy does not specifically teach stable integration of 
the constructs into the cell, and relies upon Oilman et al. for this aspect. However, the 
combination ofthe two references simply teaches the stable integration into a cell ofthe three 
constructs of Montminy, and therefore still produces a three-construct method of cis-activation 
of a reporter gene, in direct contrast with the teaching ofthe present claims of a two-construct 
method of transactivation of a reporter gene. Use of other reporter genes, binding domains, 
expression systems, and cell lines do not remedy the differences between the present invention 
and the combination ofthe teachings ofthe cited references. 

Applicant therefore respectfully submits that the claims are not obvious in view ofthe 
cited references, and respectfully requests that the rejection on this basis be reconsidered and 
withdrawn. 
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r>r>nh1e Patenting . . 

Cairns 1-9 and 24-26 are provisionally rejected under the judicially-created doctnne of 

obvousness-typedoublepatentingasbeW^ 

U.S. App. No. 09/637,511. 

Upon the indication of allowable subject matter, Applicant will provtdc a Termtnal 
Disclaimer limtting the term of any patent issumg from the present applcation to that of the 
patent issuing from U.S. App. No. 09/637,511. 

Applicant submits that in view of the foregoing remarks, all issues relevant to 
the withdrawal of rejections over the claims of the present invention. 

Respectfully submitted, 



Date: JDec^rJ^OO? l^j^rr^^ 
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Customer No.: 27495 
Palmer & Dodge LLP 
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MAttKF.n-I IP VE FSTON OF AMENDME NTS: 
^fic a tionAm^.nt,TInder37rFP 5 1 .12l(b)(l)(iii) 

Please replace the paragraph atpage 15, lines 11 through 19 with the paragraph below, 
winch, marked up by way of bracketing and underlining to showthe changes relative to the 
previous version of the paragraph: 

As used herein, the term "sequenee-specifie DNA binding protein" refers to a 
protein that recognizes and binds a specific DNA sequence. The sequence bound by a 
sequence-specific DNA binding protein may be an invariant arrangement of conttguous 
nucleotide residues (e.g., GGATCC J^JDNOl) or it may be a conserved sequence 
motif in which individual residues may vary and still allow recognition and b.ndmg by 
the sequence-specific DNA binding protein (e.g., GGPuPyCC (SEQJDNCM), wherein 
Pu and Py are purine and pyrimidine, respectively). Binding of the protein to its specfic 
sequence may be assessed via any conventional proteimnucleic acid binding methods, 
including but not limited to electrophoretic gel analysis of a given protein:nucle,c acid 
construct. 

Please replace the paragraph at page 20, lines 4 through 7 with the paragraph below, 
which is marked up by way of bracketing and underlining to show the changes relative to the 

previous version of the paragraph: 

A schematic diagram of the pFR-Luc reporter vector is shown. Five copies of the 
GAL4 DNA-binding domain recognition sequence (underlined - SFO IP NOs:3, 6 t 
7) are linked to a minimal promotor containing a TATA element upstream of the initiator 
ATG initiator codon of firefly luciferase coding sequences. 
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previous version of the paragraph: 

Asiatic diagram „f,heplasmidpFA-CMV,used as the base vector for the 

domain via the shown multiple cloning site £SE£UDNO§l8ii>)- Expression of the 
resulting fusion transactor protein is driven by the strong CMV promoter. 

P,ease replace the paragraph a. page 36, lines ,-7 with the paragraph be.ow, which is 

version of the paragraph: 

To facilitate the integration and selection for stable reporter gene integration, a 
neomycin resistance expression cassette, excised from P 3'SS (a vector for 

repo rt ervec.or,,o g eneratepFR-Luc-Hyg.pFR-Luc(an d theref 0 repFR- L uc-H yg ) 
carries five copies of the GAL4 DNA-binding domain recognition sequence • 
CGGAGTACTGTCCTCCG-3' (SEQIDNQilO) upstream of a basic TATA element and 
the coding region for firefly luciferase (see Figure 4). 
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OaimAmendmaSUB^^ 

Please amend claim 25 as follows: 

25 (Amended) A kit for performing a [the] methodof [any one of claims 10^11, 17 

Ea!I e i sio J!J! f^^ 

secraenc<fca>e^^ 

aslablyJme^TMeM 
„ e™odin £ af^^ 

ase^JSlcezIP^^ 

DNAjMffiU^^ 

and 

aconflifendlxactiml^^ 
^feein^pn^ 
«t^ei^^ 
bjaoin^ofsaid&sio^^ 

isJndMve.rf^M 
DNA-binding protein; and 
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a stably intend recombinant nucleic acid construct comprising a sequence 

sequence, andaconditionaUyactivetransactivation domain, wheretn acUvatton of sa,d 
conditionaUyactivetransactivanon domain tsdependent on protein phosphorylatton 

recognition sequence results in transaction of said reporter gene when satd 
transactivation domain fused' to said DNA binding domain is activated. 
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